Google translation/AEIC trial

Original Article

Tris (1,3-dichloro-2-propyl) phosphate treatment induces DNA damage, cell cycle arrest and

apoptosis in murine RAW264.7 macrophages

Wei Zhang, Ruiguo Wang, John P. Giesy, Yang Li, Peilong Wang

J. Toxicol. Sci., 2019; 44(3): 133-144
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Tris (1,3—dichloro—2—propyl) phosphate
(TDCPP)

organophosphorus

is the most widely used
flame  retardant,
of
polybrominated diphenyl ethers (PBDEs).

TDCPP has frequently been detected in

which is now used instead

inorganic environmental matrices, such
as soil, water and air as well as biota. /n
vitro effects of TDCPP on cells had not
been previously elucidated. Therefore, in
the present study, cytotoxicity, DNA
damage, cell cycle distribution, apoptosis
caused by TDCPP was studied in
RAW264.7 macrophage cells. TDCPP
reduced viability of RAW264.7 cells in a
concentration—dependent manner and
caused damage to DNA that was
detected by use of the comet assay and
caused up—regulation of the level of ¥ —
H2AX. TDCPP the
intracellular reactive oxygen species
(ROS) level in RAW264.7 cells up to
1.44—fold compared to the control group

increased

at 12 hr. Percentages of cells in G1 and

G2 phases of the cell cycle were dose—
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dependently greater in cells exposed to
TDCPP. TDCPP significantly down—
regulated expression of CDK-4, Cyclin
D1, Cyclin B1, CDC-2, which are
regulators of G1 and G2 phases of the
cell cycle. These results demonstrated
that TDCPP is cytotoxic and damages
DNA in RAW264.7 cells, which resulted
in arrest of the cell cycle at G1 and G2
phases and resulted in apoptosis,
suggest the necessity to evaluate the
effects of TDCPP on the immune system

at the cellular level.

CDC-2 DHHAZKIBIZX 7 LF o b— |k
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Effect of the metabolic capacity in rat liver S9 on the positive results of in vitro micronucleus

tests

Yuki Kishino, Tomoko Hasegawa, Shingo Arakawa, Yukari Shibaya, Takashi ...

J. Toxicol. Sci., 2019; 44(3): 145-153
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A high incidence of positive results is
obtained with /n vitro genotoxicity tests,
which do not correlate with the /n vivo
To

address this issue, the metabolic profile

negative results in many cases.
of rat liver 9000 X g supernatant
(S9) with
phenobarbital (PB) and 5,6-benzoflavone

(BNF) was characterized. Furthermore,

fraction pretreated

the /n vitro micronucleus tests of 10
compounds were performed with PB-
BNF-induced rat S9. PB-BNF increased
cytochrome P450 (CYP) activity and

%< DY, in vivo DFEMERSE B L FHRE L 72
VN invitro SR EMERBRIC LV | BRSSO
BWRAEENRGONET, 2 ORBEICRHL
5D, 7=/ 20X —L (PB) B
FW5,6-_2 7 FR (BNF) THiLEE
L7=F v FiTHE 9000 X g LiFmEi4y (S9) @
R#7T w7 7 A NVERFESTE L, &6
2. PB-BNF #3%7 » k S9 #HW\T, 10
FEEDALAW O in vitro /MEZBR & E it L £
L7z, PB-BNFiX, 7v FS9 Tv o
2 P450 (CYP) %14 & CYP1A1, CYP1A2,
CYP2B1 /2, CYP2C6, CYP3Al, BL
CYP3A2 DR B Z M F L7,
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CYP1A1, CYP1A2, CYP2B1/2, CYP2C6,
CYP3A1, and CYP3A2 expression in rat
S9, whereas it decreased CYP2C11 and

CYP2E1 expression. PB-BNF-induced
S9 enhanced the micronucleus induction
(MI) of  benzolalpyrene (BaP),

cyclophosphamide (CPA), and 2—amino—
1-methyl-6—phenylimidazo[4,5—-

blpyridine hydrochloride (PhIP), which
are metabolized by CYP1A1, CYP2C6,
and CYP1A2, respectively. In contrast,
coumarin and chlorpheniramine showed
MI with PB-BNF-induced S9 despite the
fact that they show negative results in
the J/n wvivo studies. Furthermore,
diclofenac, piroxicam, lansoprazole, and
caffeine showed MI regardless of the
enzyme induction by PB-BNF, whereas
phenacetin did not show MI These
results indicate that PB-BNF-induced
rat S9 is effective in detecting the
genotoxic potential of promutagens,
such as BaP, CPA, and PhIP, but not of
coumarin and chlorpheniramine, probably
due to the differences in the /n vitro and
/n vivo metabolic profile and its exposure

levels of the drugs.
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BaP., CPA. PhIP 72 & ORFIZE RO E s
HEOBRHIZE TH LN, 7~V brn
NT 2 =T I DOBBFEEORENITITZNR
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Mechanisms of silver nanoparticles-induced cytotoxicity and apoptosis in rat tracheal

epithelial cells
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J. Toxicol. Sci., 2019; 44(3): 155-165


https://www.jstage.jst.go.jp/article/jts/44/3/44_155/_article/-char/ja
https://www.jstage.jst.go.jp/article/jts/44/3/44_155/_article/-char/ja

Google translation/AEIC trial

Original

Google translation

(AgNPs)

in a number of

Silver  nanoparticles are
increasingly utilized
applications. This study was designed to
investigate AgNPs induced cytotoxicity,
oxidative stress and apoptosis in rat
tracheal epithelial cells (RTE). The RTE
cells were treated with 0, 100 u g/L and
10,000 pg/L of the AgNPs with
diameters of 10 nm and 100 nm for 12
hr. The cell inhibition level, apoptosis
ratio, reactive oxygen species (ROS),
(MDA)

content

malondialdehyde and

metallothionein were

(MT)
determined. The mRNA expression of
cytoc, caspase 3 and caspase 9 was
measured by quantitative real-time
polymerase chain reaction (QRT-PCR).
In addition, we also analyzed the cytoc,
caspase 3, pro—caspase 3, caspase 9,
and pro—caspase 9 protein expression by
western blotting. Electric cell-substrate
(ECIS)

showed that the growth and proliferation

impedance sensing analysis
of RTE cells were significantly inhibited
in a dose—dependent manner under
The cell

changes induced by 10 nm AgNPs were

AgNPs exposure. dynamic
more severe than that of the 100 nm
AgNPs exposure group. The intracellular
MT, ROS, and MDA content increased

when the exposure concentration
increased and size reduced, whereas
Ca’*-~ATPase activity and Na'/K'-

ATPase activity changed inversely. The

relative expression of protein of cytoc,

R 7R (AgNP) X, Z< D7 7V r—
arTETEIMHIATHES, o
WFZEIZ. AgNP 238556 9 2 Ml gt . Bk A
LA BEOT v MRE BEGHIE (RTE)
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pgl L T 12 WefEALEE U7z, ffapn] v~
. TR b= REIEERSERE (ROS).,
~a U7 NATE R (MDA) BLUA4ZHE
FAxRA 2 (MT) OEHEZIRELE LT,
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O mRNA FHLX, EE& Y 7L Z A LR
A 7 —VEH L (QRT-PCR) (2L - TH
ESINE L, BT, vZRZ Ty
RMEIZE D, cytoc, B ANR—¥ 3, Tl
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R—=Y 9 DX U RITERBEL O LEL
7o, BRMMEE A v E—F AV
7" (ECIS) Z3#Tix. RTE #f Dk & 5
25 AgNPs 2 T CHEKFIIZE LM
flsf7eZ &R L7, 10 nm AgNPs |2
Ko THFR Il O#RZ{iL, 100
nm AgNPs BHZEIHEOZN LV LWL TL
72, Ca2 + -ATPase iffE& Na + / K + -
ATPase {EEAN AT AT 2 DIkt L ik
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IREEDHEIN LA A X335 L L &
L7z, Cytoc, 7 AX—F¥ 3, BLOH AR
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— PGS Fary FUTREAZM LT
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A CTH B 2 7o i e, B b A b LA
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caspase 3, and caspase 9 were
upregulated significantly, which indicated
that AgNPs induced apoptosis of RTE
cells through the caspase—dependent
Our

demonstrate that AgNPs caused obvious

mitochondrial pathway. results

cytotoxicity, oxidative stress, and
apoptosis in RTE cells, which promoted
the releasing of cytochrome C and pro—
apoptotic proteins into the cytoplasm to
activate the caspase cascade and finally

led to apoptosis.

TR —VAZFIERIL, 2R~
0L CETHRF—V AL 7 D
JAE~ORH ZEE L TH A= R
— R&EIEMEE L, BEICT A h—v 2%
FlERI Lz 2R LTVET,
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Astragaloside IV protects against cisplatin-induced liver and kidney injury via autophagy-
mediated inhibition of NLRP3 in rats

Xiaoyu Qu, Huan Gao, Lina Tao, Yueming Zhang, Jinghui Zhai, Jingmeng S ...

J. Toxicol. Sci., 2019; 44(3): 167-175
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The aim of this study was to explore the
role of the NOD-like receptor family,
pyrin (NLRP3)
inflammasome and  autophagy in
(AS IV)-mediated

protection against cisplatin—induced liver

domain  containing

Astragaloside IV

and kidney injury in rats. Rats were
intraperitoneally administered cisplatin
at a dose of 15 mg/kg and orally
administered AS IV for

and

7 days.
Histopathological biochemical
analysis were used to assess liver and
The

localization of NLRP3 and autophagy—

kidney function. levels and

ZOMEOHBIX, Ty MIBIFLHI AT
7 F UMD IR L OB BRIk
L7 A RFHaL RIV(ASIV) 24 L2
HIZEB T H NOD ez BHE 7 7 I U —,
(NLRP3) A > 7T~ Y —LBLUA—h
Ty U—EELEY U RAL L O&EIEH
BHEITHZETLIE, 7y MZ15mg/kg D
HETV AT I F a2 lGENEE L, ASIV
7 AMRO®REG L Lz, MRS
BEOEFR ST 2 LT, ITRER
F O HEREZ R L 7=, NLRP3 &4 —k
Ty =ML R ED L)L L T
X, v RAE Ty b e E TS
KXoTREENE LT, VAT T7F DM
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associated protein were determined by
Western blot and immunohistochemistry.
Intraperitoneal administration of cisplatin
induced acute liver and kidney injury, and
activated the NLRP3
Oral administration of AS IV for 7 days

protected against the cisplatin—induced

inflammasome.

injury, and inhibited the expression of
NLRP3, as well as the production of pro—
inflammatory  cytokines. Moreover,
cisplatin modulated the conversion of
LC3 Il and the expression of p62, thereby
inhibiting autophagy and the activation of
NLRP3. AS

against

IV effectively protected
cisplatin—induced injury by
inducing autophagy and limiting the
expression of NLRP3.
mediated NLRP3 inhibition might play a
AS IV-mediated

cisplatin—induced

Autophagy—
crucial role in
protection against
toxicity. These results provide evidence
of a novel therapeutic that may be used
to alleviate the toxic effects of platinum—

based chemotherapy.

ENEEIE, RO T L BB OG5
3 L.NLRP3 A > 7 T~ Y —AZEMELL
L7, ASIVOT7HMOREOEEGIEX, ¥
AT T FUHRMEOBBE N D IEE S,
NLRP3 DFHL & RIEMEY A kT A > Dk
ArPHILE L, SHIC, YATTF
IZLC3 Il OZEH L p62 DB ARE L., +
k> TAH— 77 —& NLRP3 Dif
PEfbZRELE L, ASIVIZ, A— L7
7 U —% % L. NLRP3 O3Bl A HI[R T 5
ZEIZED, VAT TFUBREREND
RS NE LT, A— b7 7V —
B4 NLRP3 PHFEIX, v AT 7 F V% E
PRI 2 AS IV BRI W TE R
BB 2R -TAREERH Y ET, DO
X, 7 FF_R— 2D L EEEOEME
YER Z 8RR 5 72 Ol T & 2 FiBlipE
O AR L F 7,
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Suberoylanilide hydroxamic acid (SAHA) alleviates the learning and memory impairment in

rat offspring caused by maternal sevoflurane exposure during late gestation

Qi Yu, Namin Feng, Yan Hu, Foquan Luo, Weihong Zhao, Weilu Zhao, Zhiyi ...

J. Toxicol. Sci., 2019; 44(3): 177-189
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Recent studies have shown that | FEOWFZEIL, AR 7T U0, FiEPE
sevoflurane can cause long—term | & OMEfTHEDARRAMEINIZ BV TR B O
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neurotoxicity and learning and memory

impairment in developing and
progressively neurodegenerative brains.
Sevoflurane is a widely used volatile
anesthetic in clinical practice. Late
gestation is a rapidly developing period in
the fetal brain, but whether sevoflurane
anesthesia during late gestation affects
learning and memory of offspring is not
fully elucidated. Histone deacetylase 2
(HDAC2) plays an important regulatory
role in learning and memory. This study
examined the effect of maternal
sevoflurane exposure on learning and
memory in offspring and the underlying
role of HDAC2. The Morris water maze
(MWM) test was used to evaluate
learning and memory function. Q—PCR
and immunofluorescence staining were
used to measure the expression levels of
genes related to learning and memory.
The results showed that sevoflurane
anesthesia during late gestation impaired
learning and memory in offspring rats
(e.g., showing increase of the escape
latency and decrease of the platform—
crossing times and target quadrant
traveling time in behavior tests) and
upregulated the expression of HDAC2,
while downregulating the expression of
the cyclic adenosine monophosphate
(cAMP) response binding
protein (CREB) and the N-methyl-D-
aspartate receptor 2 subunit B (NR2B)

mRNA and protein in the hippocampus of

element

offspring in a time—dependent manner.

REMERS L OB L OREEE 25 &k
CTHEEMERSH DL ZEERLTVET, &
RIZNT %, BRZR TR ERINT
WD FEFSPERRIEE C 3, AR IR R o
Jid TRHIZIEET D WIM T2, IR
DERTNVT VHREEDFE L5 2
FHROFLENERITMHAEINTND DT T
HY A, BEANBT BT ALEESR
2 (HDAC2) %, 7¥ L RRICB W T EE
TR E R R L ES, 2O TIE,
RRDERT VT o BBEPFHROTFHE LR
I RIE T2 L HDAC2 O AR 2 5
ZIH_E L7-, Morris A% (MWM) 7
A MEAEHA LT, FEERE & RLIEMRE & R F
fliLE L=, Q-PCR X UMafEustyetn
ZREA LT, EB X OGEICEET 58
BFOFEL~LERIELE L, R,
RGO R 7 VTV IHREEN 2T > b
DR LFEEER Y Z L2 L (B AT
TR ORISR O E 77 > b7 4 —
2338 R FE O FE A 3 KON H A RS B R
DY % 759) . HDAC2 DR B % b 711
L7877/ v — Y Vg (CAMP) &
HRAEGH 37 E (CREB) XU N-2
FN-D-T AT XU RIR2 YT 2=
;' B (NR2B) mRNA X UV¥ > X7 EH D%
B 1R OWE CRKFRIC L T o ¥
2 L—hL%ET, HDAC2 [HEH Ao A
LT =Y Kt a4 A (SAHA) TRIE
X, THR7 v MZBIT LI bD0E{bDF
RTEREBLE L, LIRS T, K05
T, RIESH OB R T LT VIREN.
HDAC2 D3¢l F5iliFs L Y CREB 5
L OYNR2B DI BLO T HHfil#E A LT, F
BROT v NOFEEBLOGEEZELR Y Z &
ZRLTOWET, SAHA ZZ N6 DREE
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HDAC2 inhibitor suberoylanilide | B CTx £,
hydroxamic acid (SAHA) treatment
alleviated all of these changes in
offspring rats. Therefore, the present
study indicates that sevoflurane
exposure during late gestation impairs
offspring rat’ s learning and memory via
upregulation of the expression of HDAC2
and downregulation of the expression of
CREB and NR2B. SAHA can alleviate

these impairments.

Original Article
Methylmercury-induced neural degeneration in rat dorsal root ganglion is associated with the

accumulation of microglia/macrophages and the proliferation of Schwann cells

Yo Shinoda, Shunsuke Ehara, Satoshi Tatsumi, Eiko Yoshida, Tsutomu Tak ...

J. Toxicol. Sci., 2019; 44(3): 191-199
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Exposure to organic mercury, especially | AHEKER, FrlZ A T LKER (MeHg) ~Dhig
methylmercury (MeHg), causes | #& 1%, HE OERMEMREE TH 57K ama i

Minamata disease, a severe chronic | 5| &# Z L £ 7, 7K ama J@id I Faxs
neurological disorder. Minamata disease | #R (2 E% 5.2 5 7=, MeHg ka4
predominantly affects the central | DA =X AIZBF HWF5EITFITANICHE S
nervous system, and therefore, studies | % C T\ E 3, KHHRR O AHERL
on the mechanisms of MeHg | GO ELZT, MREMHEOIKBELRL
neurotoxicity have focused primarily on | 923, K MeHg X EMED 2 1 = X 1
the brain. Although the peripheral | (IO EE T, RKFETIE, V1 AH
nervous system is also affected by the | —7 v FMZEIT 5 MeHg #F R a1t
organometallic compound and shows | D A T =X LEZBHLNITHT-HIT, %R
signs of neural degeneration, the | f#fXfi (DRG) I L UBhET 2RI L
mechanisms of peripheral MeHg | iEEN#HE D & B G HLER L 20 4T %2 I
neurotoxicity remain unclear. In the | L% L7z, b A F/L/KER (6.7mg/kg/H)
present study, we performed | # 5 HE&Z& O &5 L-%., 2 HRE&KGET
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quantitative immunohistochemical
analyses of the dorsal root ganglion
(DRG) and associated sensory and motor
fibers to clarify the mechanisms of
MeHg-induced peripheral neurotoxicity
in Wistar rats. Methylmercury chloride
(6.7 mg/kg/day) was orally administrated
for 5 days, followed by 2 days without
administration, and this cycle was
repeated once again. Seven and 14 days
after the beginning of MeHg exposure,
rats were anesthetized, and their DRGs
and sensory and motor nerve fibers were
for
The

frozen sections were immunostained for

removed and processed

immunohistochemical analyses.

neuronal, Schwann cell, microglial and
DRG

somata and axons

macrophage markers. sensory

neuron showed
significant degeneration on day 14. At
an accumulation of
the

macrophages were observed

the same time,
infiltration  of
in the

microglia and

DRGs and sensory nerve fibers. In
addition, MeHg

Schwann cell proliferation in the sensory

caused significant

nerve fibers. In comparison, there was no

noticeable change in the motor fibers.

Our findings suggest that in the
peripheral nervous system, MeHg
toxicity is associated with

neurodegenerative changes to DRG
sensory neurons and the induction of a
neuroprotective and/or enhancement of

neurodegenerative host response.

2. 2O A7 vES ) —EHRVIKLEL
72o MeHg ##FE OGNS 7 Atk L 14 H
%Iz, 7 v NMIMErZ DT, £ 5O DRG
ERCRR AR 35 K OB AR AR AR AE 2 PR L
T, SEMBL T OB L E L
7o WREEIR A, FRERAEAE, o= U i,
/a7 7RI/ e T =YD~ —
T —ZOWNWTHREYE LT, DRG &R =
2 —r OMEE S EERIT 14 BHIZEL
WEMEZ R LT, [AIRFIZ, DRG & AR
B 7 ) ToEEE~s 0T 7 —
COREMAEE SN, 512, MeHg X
T RARAE D LV = U s &
SlEEZ LELE, KT oL, T—F—
WEHEIZ BNL o T2 B bIT 22 D o 72, Rtk
FTlE.MeHg #%8 DRG &R =2 —1 >
DFRFRZENEZAL & kR OFF 8 LY
F I TR RS RN E O TRIZESE LT
WD ZEPTRBENTWET,
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Novel risk assessment of reactive metabolites from discovery to clinical stage

Nobuyuki Kakutani, Toyomichi Nanayama, Yukihiro Nomura

J. Toxicol. Sci., 2019; 44(3): 201-211

Original

Google translation

This study was aimed to predict drug—
induced liver injury caused by reactive
metabolites. Reactive metabolites
covalently bind to proteins and could
result in severe outcomes in patients.
the

extent of covalent binding and clinical

However, relation between the
hepatotoxicity is still unclear. From a
perspective of body burden (human in
vivo exposure to reactive metabolites),
we developed a risk assessment method
in which reactive metabolite burden (RM
burden), an index that could reflect the
body burden associated with reactive
metabolite exposure, is calculated using
the extent of covalent binding, clinical
dose, and human /n vivo clearance. The
relationship between RM burden and
hepatotoxicity in humans was then
investigated. The results indicated that
this RM burden assessment exhibited
good predictability for sensitivity and
10

mg/day RM burden have high—risk for

specificity, and drugs with over

hepatotoxicity. Furthermore, a

ZOWFRIX, ROGHEREMIC L > Tol &
I INDHEE R MR E A TR S 2 &
ZHME LTWET, ROSMEREmIT Y v~
NIBEITHERA L. BE RIS R &
Ll LT BN £, AL, HF
fh A O L ERIRAF RO BRITE A
T, FiRam (OSEREED ~D e
N OERNEETE) OBLED G ROSHEAGH
PEWINREE BT 2 AR AM AR TE 5
R C o 2 SUSHERBIED AW (RM AH)
EHEALTY A7 Ml GEEZBRELE L
ARG ORE, BAHE, BXUe Fo
invivo 7 U7 Z A, KIZ, RM O L
t FNOFEMEORBRERAE L £ L, R
X, 2 RM AfaHlil R &R RO R
I 72 PRI ATREME 2R L, 10 mg /A LL Lo
RM AR OEWIIIFEMEDO Y 27 BEmn 2
EHERLE L, S BIT, HHEER N
v B 7H ([35S]3 AT A vk L U14C]
KCN) L7 EEN N7 v T T v
A BB S, BIZEOYI B CRUGE
R@towmERHELE L, 20T vk
A R L CEE S L2 RM AR, 16k
DOIF L a A OB ERET vEA
AL CHE SN2 RM Al & RIERIC R
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quantitative trapping assay using
trapping agents
([**S]cysteine and [“CIJKCN) was also

developed, to detect reactive metabolite

radiolabeled

formation in the early drug discovery
stage. RM burden calculated using this
assay showed as good predictability as
RM burden calculated using conventional
time— and cost—consuming covalent
binding assays. These results indicated
that the combination of RM burden and
our trapping assay would be a good risk
assessment method for reactive
metabolites from the drug discovery

stage.

W PRmTREEZ R LE Lz, 200D Okl
RiZ. RM Afife N7 v BT T LD
FAG DTN, AIFEERED D O RS
WoBENTZ) A7 FHETETH D Z & &R
LTWET,
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Some__non-sensitizers _uprequlate  CD54 expression by activation of the NLRP3

inflammasome in THP-1 cells

Takafumi Mitachi, Mai Kouzui, Ryo Maruyama, Kunihiko Yamashita, Shinic ...

J. Toxicol. Sci., 2019; 44(3): 213-224

Original
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The human cell line activation test (h—
CLAT) is a skin sensitization test that
measures the expression of cell surface
proteins CD86 and CD54 to evaluate the
skin sensitization potential of test
chemicals. However, some skin irritants
have been reported to induce
dramatically high CD54
leading to false—positive h—CLAT results.
CD54

strongly induced by cytokines, such as

expression

Furthermore, expression is

b MG EEER (h-CLAT) X, #ifa
FeH # > 237 ' CD86 ¥ X O CD54 Mg HL
ZRE LT, REBLFWE DR SR %
At B R SR ERBR T, 2R L. —
H o R E R E L, BRI &Yy CD54
WAEFHEL, BB h-CLAT OfER%E2 7
b ZenHEInNTWnES, 6T,
CD54 O¥BlIZ, A > ¥ —mAF% (L) -1
B ROMESHESEE 7 (TNF) -a 2 EDH A k
HA v, FTXFEDOY T FIMGERK TS
PRI a7 F I k- TR FE &
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interleukin (IL)-1 8 and tumor necrosis
factor (TNF)- o, or danger signals that
activate its signaling pathways. In this
study, we focused on the relationship
between CD54 expression and the
Nucleotide binding domain, leucine—rich—
pyrin domain
containing 3 (NLRP3) inflammasome, a

containing family,

protein complex that plays a pivotal role
We

observed the activation of caspase—1

in intra—cellular inflammation.

and production of IL-1 /3 after exposure
of THP-1 2,4-

dinitrochlorobenzene (DNCB, sensitizer),

cells to

octanoic acid (OA, non—sensitizer), and
(SA, non-sensitizer),
implying NLRP3 These
observations confirmed the activation of
the by CD54-only
CD54 expression,

salicylic acid

activation.

inflammasome
positive chemicals.
induced by OA and SA, was suppressed
by potassium chloride, a typical inhibitor
of NLRP3
These results suggested that the NLRP3

inflammasome may be activated in THP-

inflammasome activation.

1 cells resulting in the expression of
CD54, and subsequently leading to false—

positive results.

WET, TOMFETIL, CD54 FHLE X7 L
FTFREERAL Y, AUy TFER
77 IY—,3(NLRP3) £ > 7T~V —L,
AN RIE CAD CEE /R EE 2 R34
VRIEEEREZDEY U RAL LD
BAMRICHEHR LE L7z, THP-1fiifaz 2,4->
—trsoa~X¥. (DNCB. HEEEH]) .
F o2 o (OA, FEFHEAD . U Fufg
(SA, FERFTE) & D Lk, BAN—E
-1 OEMILE IL-1B DPEAZBIZELEL
72, -sensitizer) . NLRP3 DOiEMEAL % Bk
LET, ZhHOBEICK Y, CD54 DAHD
LS EIL L DA v 7 T~ Y — LD
MAL SR SIVE LTz, OABLUSAIC
KXo TIN5 CD54 #8lid, NLRP3 1
v 7 T~ Y — AEMHAL O SR 72 fLE A T
bAHEAI Y VAT THHISNE L
Too THHDORERITNLRPI A 7 T~ Y
— A28 THP-1 Hifid CYEME kL <41, CD54 @
WHIEGIERZ L, ZO®%RGBEEOR RS
LT EEREBLTHET,




	The Journal of Toxicological Sciences Vol. 44(2019) No. 3 March
	Original Article
	Tris (1,3-dichloro-2-propyl) phosphate treatment induces DNA damage, cell cycle arrest and apoptosis in murine RAW264.7 macrophages

	Original Article
	Effect of the metabolic capacity in rat liver S9 on the positive results of in vitro micronucleus tests

	Original Article
	Mechanisms of silver nanoparticles-induced cytotoxicity and apoptosis in rat tracheal epithelial cells

	Original Article
	Astragaloside IV protects against cisplatin-induced liver and kidney injury via autophagy-mediated inhibition of NLRP3 in rats

	Original Article
	Suberoylanilide hydroxamic acid (SAHA) alleviates the learning and memory impairment in rat offspring caused by maternal sevoflurane exposure during late gestation

	Original Article
	Methylmercury-induced neural degeneration in rat dorsal root ganglion is associated with the accumulation of microglia/macrophages and the proliferation of Schwann cells

	Original Article
	Novel risk assessment of reactive metabolites from discovery to clinical stage

	Original Article
	Some non-sensitizers upregulate CD54 expression by activation of the NLRP3 inflammasome in THP-1 cells




